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^= (54) Title: CONCOMITANT DRUG AS THERAPEUTIC AGENT FOR INFLAMMATORY BOWEL DISEASE 
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^ (57) Abstract: 



A drug having enhanced efficacy against inflammatory bowel diseases, such as ulcerative colitis and Crohn's dis- 
ease. In particular, a therapeutic agent for inflammatory bowel diseases comprising active ingredient (a) consisting of at least one 
1^ compound having inflammation inhibiting activity selected from the group consisting of an aminosalicylic acid derivative, an an- 
^ ti inflammatory glucocorticoid, an immunosuppressive compound, an anti-TNF Ot antibody, a neurohypophysial hormone and an 
t — . antiinfective compound, combined with active ingredient (b) consisting of at least one compound having PPAR r agonist activity. 

in the application of this therapeutic agent for inflammatory bowel diseases, compound (a) and compound (b) can be administered 
2S simultaneously, separately or with intervals. 
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»5fef felC^3V^Tl^^5 P PAR 7 h-ftMB^-T 5<ffr^%-C&<5 . ffrfS 

C 1 D IB^cD^JmttJ^^S^^J ; 

[4-2] Sjfn.^^^^fe'^^:l'±0^fe3^|^^^^{vljoV^"C^Bl' ,k '5 P PAR y 7 
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-^ntf?^] -2 (S) -fy/P^iX/D^i, 

( 3) 3- (3- {2 (R) -fc Kodf-v'-S- [4-^P7i/^] ^htK 
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n7K^->] 7x-;v) -2 (S) —<f y^n^df-^^n/-?^, 
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(3) 3- {3- [3- (4-^dp7x/^) -2 (R) -7^tn^D^ 

<x] -2 (s) -^yyo^^o^v^ 
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(5) 3- {3 - [3 - (2, 4-^PD7xy 3riy) -2 (R) -7/^^/ 
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(6) 3- {3- [3- (4-^nD7x/^y) -2 (S) -^^^-o^n/K^ 
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(9) 3- {3- [3- U-^UP^aiy -2 (R) — "7/\s$rzi 7*n /Jfdf- 
v-] ^ct^/W -2 (S) — fy^PJK^^n^^^ 

(10) 3- {3- [3 - (4-^Dn-2-^7/7x7^i/) -2 (S) -7 

^ut'dtk^^] :7^~/w -2 (s) — r y^p^^r-y^n^v^ 

(11) 2 (S) — i y;7 P n3}?3ri/-3- {3- [(4- hV y /Vyfv *<3-jV<^ 
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(2 0) 3- {[4- (4 Y^-^y^^/V) TJ/W^^^^-dr^^V] 7^ 
~/W -2— < y^otf? cr^VgL 
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7x=;i'] 7J/w^^/w^-^v'} ^yv) T'a^^K* 

(2 2) 3- [3- ([2, 75/^^) -4-y 
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(24) 2-^b^^-3- (2- {2- [4- ( h V y y y^/^ 

is] =. }> - 4 - 1° y i?/V) 7*0^^ 

(2 5) 3- (2- {2- [4- (fZ7*f;V) ^h^S/} - 4 - fcf 

y - 2 - h^riz^ny?^^ 

(2 6) 3- (3- [(2-^np-4-^n7K^^-<^y^^) T$7] y ^/W 
-2, 4-^y h*i/y=.=./V) -2-'fy7B^77'P^ 

(27) 3- (7- [(2, r^y] y ^vwo-y [b] 

yy^-5-4M -2 — fy7*o#*V7*p^yft, 

(2 8) 3- (7- C(2-^np-4-yt35Kdrv^-<>-y^/v) T$7] *f-;V 
-2, 3-7tKP^)/ [b] 77^-5-^V) -2 — f y :/n /tf^v'S/n^ 
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(2 9) 2- (3- {[(2-^aa-4-7'ci^^v-<^> f -f^) S^M 

— 4-3: h^i/'Ol?/)') T h7fc K 0-2 — 79^*^5^^^^^ 

(3 0) 2- (3- {[(2-^nn-4-7 B n/}fdri/-<>'y f ^^) 757] * ^/W 

- 4 -nz h^v-^O'^l^) fh7t Kp — 2— 77^#^S 

is) PPARy7^ H^fitrttSftW, 

(1) 2 — fy^n#^-3- [3- ([4- (l>!)7;^P^f;V) -<^^3 
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C8-2] P PAR 7 7^=^ 

3 - {3- [3- (4-^no-2-^7/7i/^) -2 (S) -7;Vtn7 
n 7oi^W -2 (S) -^y/D^^n/^ifcit; 

3 _ ( 3 _ {[z — yy?;v^Tisy*^^^ , s;vtt : y$i}\'i$~>vTKS'\ S^- 
M 7x^;v) -2 (S) -4 szf^^^yu/om 
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[9] PPARy7^^M^ffl^tt2)^W> 3- {3- [3- (4-^ 
y^J^t-y) -2 (S) -y ;V±n^u^i/'] 7 *.~;V) -2 

©^-tf-^v^ (MesalazineK 
<S)ifrjV J 9r 3 7&l' (Olsalazine) 3;7cte 
K(Balsalazide) 

c 1 1 ] mkmmst^A^ =» k* s 
©^ ^vk/v k= v /b^ 

©^V K=^*fctt 

©/fyx K (Budesonide) 

ci2] j&mmftm ^tts^^ 5 
-efcstwnE en ~ C3] v^tu*> i wMto&mwteatftoim ; 

[13] SiTNFaW 
®-fy7!J^y (I n f 1 iximab), 
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®^?^;U J \z'3°h (Etanercepth 
©CDP-5 7 l x 

®7^!)W (Ad a 1 i muma b) */ttt 
©CDP-8 7 0 

}^*ti5^t&5 4 stria ci] C2] iB<ft<oifejEtti»^a?&*»J ; 

Cl 5] JBTSflt*^^, S^St'T" f73f^f K"Cfc<5fttTlE Cl] flBtt©^ 
e s a 1 a z i n e), 7*VK^/p^ *<* k 'KP3^/y, gft& 

y A*a»fcfc5ire*>**MB C2] fS^^3£t^^«fe^J ; 

Cl 8] (a)i§ttfife#fc t"C^77t?^^»i^^ n^7}?y ^a»e>fc5«£ 

*»fe»rfnsi©j*a^wfpffl**t-*^^*fc (b) &TOtut3- {3- 

[3- (4-^oo-2-^7;7x;^y) -2 (S) -^^oynTtf^V] 
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7i=/W -2 (s) — ( y7vtf^yy*^Wthis<te J t<Di&-&t£te : tfrb<D 
ttliftMlltfcoT, (a) fcimb-^fe (b) Srl^H:* 

[2 0] &3Ettfl§g!B#s ^ a-v^-efe^ftrlB [1] ~ [1 7] vvftt^lfE 

C 2 1 3 ( a ) £ lt©7 5 y y ^-/UttJHlW*, ##a£*ft=*/i'? L =» 

&mirz>4k&®k (b) 8Hayfc#* tt© l *fctt2fil±op p ar y 7=t=^ h 

^ffl^ttSM^^W^S^ttl^M^JtfeoT, <b#«! (a) 

[22] mtfrmcDim en ~ [is] \,^frfritt<otmffl&&&-r&z.k 

[2 3] lfeffittili^Aof&«3Wo«3itJ:*s»t*WIB [1] ~ Cl 8] v^jx^l 

#3501^ una Ci] ^iB«febfc^#i (a) tezxMk&to (b) 

t&iE ci] \z.mm\.tcik&m (a) (b) 

*3BM»«»j:*fe % UtrlS [ID fcfBifcLfcte'g^ (a) feiWb^ (b) fc© 

striE r^^# ( a ) tezmk-syo (b) fc©*a^*>*j atff*u<ttx 
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$:w&imz&^x. r(a) m&&.&kvxT i-jvmwMW; tinfcMffiW 

(a) *5«tmb^ (b) £I^B#{^ ffl*iZ$.feltm&?&)te%imirZ>, lfc^4fl§ 
^Af&^Jo J h tt % 1 £fc« 2 £*±<DJbf&fb"£#> ( a ) i 1 £fcte 2 £A_L©±!E 

-fb^ (b) *ufy&t>&fc&m&mmBf&mm*M®c^ mm&m&m&Bfem 

*wmwkio\,^x, r( a ) mvkj&fttvxTz /-y-vT/^mmmft, m&mmm 
#i®wm*m-tz>ik-&mk (b) tx 1 1 ti* 2 p p ar y r ^ 

(b) i»iUl©PPAR77^f#ffllrt 

*w»i#n:*5v^s r(a) m&i&ftkisX<DT$;-v-vTfrmmmft, &&mm 
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z&m&Mfe&mmfflX'&^x, (a) ^^mt-^m w zmmz, %\\* 
ic-&tctemmt)\c&mirz, t&m&Mfc&fsmM} at^Kit ru) mm 

G-tZfe&mt (b) gttfllt^i U© 1 OP P AR 7 7^=^ H^ffllrttSft 
^S:li^b*Tftaj»alffill««?6»i!lt3boT, (a) *5£tMb-a^ 

*ft-fZ><k&mk (b) ffitt^LX0 1tfcft2^±OPPAR7 7^h 

^^^i-^^^^m^^T^s^tt^S^^J-efoo-c, -fk-a-^i (a) 

#Jj a«t<H r( a ) SStt*»fcUr©T5y^y^A*WW»fr38J:tW& 

(b) fi W i LT© 1 © P P AR r 7 Irf 1 5 j^#I?riia 
*^T45^gj4IIK^*jS«JB^i!)oT, te^4fc (a) feiWb^i (b) Sr 

^mt-kW (a) *5it/JrlS^#J (b) te*^*C, #te«g*&©#-£*dSK:ra:. 
if$t IMttftU io^fvn. */ny^M, hn-m $A#J N gj«U ?&J3I 
SO, &T*£M£!k jBAft&ttftU jfeWt^»5W«. 

BgtfcW^Js £HB*!k MMHAs jfc3P*k ^mfcjitf p—>-3 4Mb 

±f&fb^4fc (a) ^UUifBte-a* (b) Kifev^T, &4k&m<D&J3-M1&l*, m 
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±mt^-m (a) ^xxf±m^^ (b) fc&v^-t. ^^^(^) <o 
^-f^^^i^ m&fx-b&i* (ti?mm&&^x) xh&<, &mM<D®4-$:m&?$) 

(D&fconm, m$k<Dmm. ^#j^*f-r inc «t 9 

itflX&ftSa^ ii^Ai LTlBfcfc«9s&)0. 0 3-6 0 00mg, Jf*L 
<«0. l-5 0 0mg, SbKlfrSlXttO. l-lOOmglrl01-« 
^tt-C^-r^o &^J<D^^ »U g/kg-3000/ig/kg^ 
^U<x i!3^L<a|Sl3/ig/kg-1 000/ i g/kgm 

W (a) 33j;tJU:fE'fb£# (b) t>m&&te£riX\,Wi&\<\ ^©i5^4f 

»*MkK:B:> ®^ffivNfetbSTO^j. ag^ak mmm, mm. m&m. m<&m 
mmn, mmtmti:t^^.m-r^^t^x%, -m^m.m^mm<omnt u-c 

i7 7 ^> Ha^«7 -7 * vm<o&AW*m ; o) s v x<7->m** 7* Kfv^, s: y 

T/l^ — A^©**TA'3— A* ; (5) VP =V^Jii ; (6)VU ; (7)#y ^ 
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Ml (8)t Kn^^xf;vt;l/n-7, tfVT? V A*tt* jjA'ttfVx-ArtV-* 
^tti^^ ; (9)^^/— /k -f Vfxi/*j*- y^i^W/i'^- ^ ; (10) 
#7/^=* — (lD^n-^, ^attFJ&if©iWf; (12)^tK^^^ ^^TVWS: 

t*T=fA, b^tf^K if^^ v^9s>^ t Ko ^S^o t?ju±;uv — 

y # s ^-fblfi^a^ ; *fe#J t fc^AD-r z> z. £ /Wrt $ ^-c v > s ^ 

7 * a — A** % & fcSSJJBi" $ i £ jWff Bp $ ftT V n 3 % © j&S tvetim V^tl5. 
#,&k «5fe»*3W*^«rlin*.*:«, ttlfefciJ: Mt#J, ffStiL WB 
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t y/uw y* / w ; #j»ilMBfcj8tj iffilftWi LTtt, *?y 
^-aF->3i^-v^a«(bt-ri/*» #yy/w<— hso, =af^7 5K 4 ^y^ 

i/i; 3 yj|6, JfBnigttftU y>-/IM^> 7^a- ;HB, #fli7A'3-A«l, TK^tt 
fcm\&U ^v-b#J, g&J&B&tgt&l, SMWPk ^/i^SraSiDi-aiir^tSo 

®^;V7 7t7^ (»14gfeEB*aiJS^*?tt*s C-1374) (The Merck Index, 
13th Edition, No. 9028), 

©yir^i^V (Mesalazine) (The Merck Index, 13th Edition, No. 5931), 
®;JvH?-95*>' (Olsalazine) (The Merck Index, 13th Edition, No. 6911) 
@/«>M>-95?H (Balsalazide) (The Merck Index, 13th Edition, No. 947) 
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QT-VK^/P^ (flM&EB^Sg^^ts C-2537) 
©^pif-^V (mi4^EP*^*^^ C-2620, C-1143 C-1527) 
(DkKna^y (||14#:Ee#m^:^?t&^ C-2319, C-1301, C-1354 £fc 
C-2988) 

<£ffim=iJ^S> (f£ 14 $cjE S ;*ag»:*r#Wfc#* c-1339) 

@^f;^VK=/py (»14gfeEB*aS^»W*N C-2871) 

®^kK=:>/y (»14 3kE0*ISIJS*«Ftt*. B-905) 

©y-^y^K (Budesonide) (The Merck Index. 13th Edition, No. 1454) 

O^o^yv (»14 3k3E0*SUS*»Sft#^ C-1445) 
©7fW!)^ (jRl4 3k]EB2|c|S6»*»BWFx C-23l£fcte28) 
©e-^/V^^b^y s / (flSWgfiaEH^KJB^SWtt*. C-2920) 
®^^ni)A^ (The Merck Index, 13th Edition, No. 9117) 

©y h h v^-fe- v- (n lA^aEB^mm^mnm, c-2890) 

GM V^l^^ri/-^^ (Infliximab) (The Merck Index, 13thEdition, No. 4995) (CAS 
No. 170277-31-3) 

©ai^^Hr^h (Etanercept) (The Merck Index, 13th Edition, No. 3747) 
©CDP-571 (Gastroenterology, vol.120, p. 1330-1338, 2001 <¥) 
@7^y^^ (Adalimumab) (CAS No. 331731-18-1) 
©CDP-870 (Rheumatology, vol.41, p. 1133-1137, 2002 30 

*Z\£'g*tl&<D$i#&ntii'rZ>o (0*i^i6Ot3^ p.480-486, 2002 59 
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®^ hn^^y-/V (|Rl4afc3E0*:|8^#tt#. C-2896), 
©^7^0^^ (f H^EH*!!^^ C-1195), 

(»14*jEB*KJ»*«Wft», C-2033) , 
©i&gfc^vyu^-y-yi/ (The Merck Index, 13th Edition, No. 2337) , 

(DT^t°^yv mu^uEs^mm^mnw. c-190, 0-192^^^193), 

(g)t77^DV (»14 3k3EB*HJa^#»i#. C-1756 l£fci3:1762), 
©^P^tW (CAS. No. 82419-36-1) , 
©U^u^^S (CAS. No. 100986-85-4) ft ¥%&Vfc?Zo 

5 (B^B^, fS57*Ml-g\ p. 2496-2502, 1999 

^■fe;vn- *if— Xtr^b7^*7A (G-l*7^) {cm^JfiL^raiii^-^S 

^ll#, p. 2496-2502, 1999 ^)„ 



* ft 5 fl5#4fc T fe £ 

2-Hydroxy-5- [ [4- [ (2-pyridinylamino) sulfonyl] phenyl] azo] benzoic acid (H 14 
$GEB&MJ*%Mffi&* C-1374) (The Merck Index, 13th Edition, No. 9028) 
< r*-t©4£*feW: J tftfe«>*Si*Sr*i**r6. 

7*j^*m^z>m&. ^77t7i?y©m s^eak &.#tm. im<m 




C0 2 H 
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©gPS4 ; 1000~6000(mg/day) 
®mmi&^(t£M) ; 1000-2000 (mg/day) 

#BJl£ffl#^*3V^ Vbti. &U&TEB*mm#fimW, C-1445 

fZW.W'f ? n^/Kl» U< ^-e^^fc^tlfeOTKfB^ (The Merck Index 

13th Edition, No2781) £r;^Bfc1*5o 

(D&m&%tt2Z-5- ; l~5mg/kg 
@iag^ ; 4~8mg/k g 

#^!ffl*&-*3^T, PPAR77=f^h#fflS:tt»iiit WOO 2/ 
1 00 8 1 2|B«©-^ (I) X*mte£tl2>fc&ydt£b\ PPARv7=f^b 

(1) 2-4 [3- (C4- ( hV yj^^^^M -0 9 Jj^1 

(2) 3- {3- [3- (2, 4-^no7x^^rv') -2 (S) -tKo^> 
^p^vO 7x-;l/} -2 (S) — ( V Zfti *K=3f- is?* s^W., 

( 3) 3- (3- {2 (R) -fc Kn^-^-3- [4-^nn7xy ^i/] 
7,;=;>) -2 (S) — ry^n/Jf^v^n^v^ 

(4) 3- {3- [3- (2, 4-^Pn7x;^» -2 (R) -tFn^ 
Zfwtf*cls2 -2 (S) — < y^Vt^^riy^tJ^Om, 

(5) 3 - {3 - [3- (2, 4-^pp7x^v/) -2 (R) -^l^o?" 
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P^^rv"] -2 (S) — fy^P^^nA 5 ^ 

(6) 3- {3- [3- U-^Pd^rc/^vO -2 (S) -7 JVlrn 

v-] -2 (S) -Yy7 B o^i/7 , nA°y^ 

( 7) 3- {3- [3- (4-^ y^y -2 (R) -yA' 

^dyn^^y] 7^~;v) -2 (S) —< Y yr/ntf^s^p/^lfc, 

(8) 3- {3- [3- (2, 4-i??t2V7ziS5-*y) -2 (S) -^A***? 9 
n 7^~)\<} -2 (S) --fyyp^V/o/^i, 

(9) 3- {3- [3- (4-^PD7x/drv') -2 (R) - 7Jl>3ru 7°n 
7x=/W} -2 (S) — T yyp^K^r^a^^^ 

(10) 3- {3- [3- (4-^dd-2-v'7;7x/^) -2 (S) -7 
;lx^-pyo7K=ariX] :7:n^/W -2 (S) -^f y7 ( ci^i/7 P n/^^ 

(11) 2 (S) y^n/^^v^- 3- {3 - [(4-hy7^n>fMy 

( 1 2) 2 (S) — C y7°o^^r^-3- {3- [(3- hJJ 7;^n^f;My 
i^i^^yyj /i^^vr $ y ) y ^vv] 7 ~M y a ^ 

( 1 3) 2 (S) -^y7°n^^-3- {3- [(4- Ml7;^ny f=3f-i^< 
y^^^;v#=;v7 5;) y^A] 7x=;v} ^n^^, 

(14) 3- (3- {[3- h V 7/PtP^ h^->-<^^^-dr^^7j?=^T5: 
/] y?VW 7x=;l/) -2 (S) -4 y/n^y/n/^i, 

(15) 3- {[3- (2, 4 — n n7i=;V) # A^^/io^dr^ ^i^- 
^ails:^] -2-^fy7n^7p/^ 

(16) 3- ({4- [5- (^yy [i, 3] i^-^yy;v)] yjyw^^^^-^r 
W^/W 7 -2-^y7D*>y7p^l, 

(17) 3- {3- [3- (4-^PP7i^) -2-7 , vt'—A>$-*l/~\ 
rvv} -2 (S) — f y^n/Jfdf-vyn^^, 

(18) 3- {[3- (2, 4-v ? ^noy^=/V) ^/W^^/l^-^y ^/P- 
4-^h^ex] 7*.—M -2 (S) -l' yy 0 o^drv'7 0 t3y-?^ x 

(1 9) 3- (3- {2 (R) -t Kndf-^-3- [2-7 , o ; t-4-^ Wx 
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y^vO ^n/K^rv-} z? -2 (S) — i V :7°a ^^o^'yi, 

(2 0) 3- {[4- (4-xfdfi/7x=;l') #/W^-Ol^-=^>y 5vk] ^oc 

(2 1) 2— TV yu^^~3- [4- (2- {[4- (MJ7^tP^f/l/) 

(2 2) 3- [3- ([2, 7? -4-y 

^7xz;i/] -2 (s) -fy7n*>^7P/-?yi % 
(2 3) 3- [3- ([2-7/^a-4- (MJ7;l/tn^f;l/) 'O'S^fA'] 
yy^V) -4-y bdriy^nyl/l -2 (S) -^y^D/Kdf.^ay-?V^ 
( 2 4) 2-^h3->-3- (2- {2- [4- (MJ7/^n^f;V) 

(2 5) 3- (2- {2- [4- (fHT*^) :7^y^i/] ^b^} - 4 - fc° 
y *?A>) - 2 -:x h dr^^nx-?^^ 

(2 6) 3- (3- [(2-y on-4-7 P n^^y^;i,) T^y] y 
-2, 4-i^y Y -Zeis'? - 2--f y^UTK^r^cr/N 0 ^^ 

(2 7) 3- (7- [(2, 4-^dp^^;1/) T$y] [b] 
y^>-5-^C/V) -2— f y^d/jf^r^^n^^-^ 

(2 8) 3- (7- l{2-?nv-4-7vi$*r*/'<l/yrs( jv) T5y] y 9vP 
-2, [b] *7 7 5 -4 /is) -2— f y 7°a zK=¥^u ^° 

(2 9) 2- (3- {[(2-^nn-4-7 P n/K^ri/-<vy^^) T$y] y^/W 
- 4 b ^i/^^-=yyu) rf7t Kd-2-77 
(3 0) 2- (3- {[(2-^an-4-7°n/J<dr>>^^y^/v) 75;] 

(31) tra^y ^y>\ 

(3 2) *Y>fy#-S-y (Ne t o g 1 i t a z o n e), 
(3 3) ^-V-rV $4?-?V (Tesaglitazark 

(3 4) 5- (2, i?>-5-« i)V**f-jV) -2-yf^iy 
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-N- (4-MJ7;^n^f/i/'<>'v ? /i/) ^X7 5K, 

(3 5) 5- [4- ^ /U- 2 — i fr* V* 

is) f7yyv?y-2, 4-i^V N 

(36) 4-C4- (5-^fvl"- 2-7^=/^^^— />- 4 — iW^h^) 

(3 7) (4-7< b^7x; =3riX^/V^=/W-[4-[2- (5-^^/1^-2-7 

rpPAR 7 7^ h^^^T-t-S^^J LTIi 

(1) 2 — i'y:7 0 njK3rv'-3- [3- ( [4- (hy 7;VtP^f-;V) 

(2) 3- {3- [3- (2, 4-^nn7xy^) -2 (R) -7;V^P7° 
n/K=¥V] y^—zW -2 (S) -^fyT'o^^a^ 

(3) 3- {3- [3- (4-^Pn7xy^) -2 (R) 7p #?3f 
ix] :7^~/W -2 (S) y^tz/K^^n/^^^ 

(4) 3- {3- [3- (4-^na-2-V7;7i/^7) -2 (S) -7/1^ 
^-o^OTK^iX] 7x=^} -2 (S) -^y7 s DJK^r^7 , o^>'^ 

(5) 2 (S) — f yT'P^V- 3 — {3- [ h^v^i/ 

(6) 3- (3- { [3- ^/l^tipt h**y'<l/i?J\sa-3ci/%/l'tf—sl'T^ 7] 
^^•/W 7x=;V) -2 (S) -^r y^n/Jf^f^d/N^^ 

(7) t-^y 

(8) ^hVyflfls (Netoglitazone), 

(9) v'f-^y /l- (Tesagl itazar) , 

do) 5- (2, 4-^^y^ryy ^>--5-^/v^^/v) -2-y-v^v' 

-N- (4 - b y ^ ^/V"^^i^/V) ^>"X7 5: b\ 
(11) 5- [4- (6-^h^v—lH ^y-f ^-2 — h=¥ 

^) -<^i^/w] f7y*y^y-2, 4-^> % 
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(12) 4-[4- (5-p«^- 2-y^.=-;v^r^V— A — h^-» 

(13) (4-y Y^i/y^y *ci/$)>Vi$—>V-[A-[2- (5-^^-2-7 

(1) 2— fy^c27Kdrv—3- [3- ( [4- (MJ7;^P^f;i/) 

(2) 3- {3- [3- (2, 4-^^t3C2 7^y^r^) -2 (S) -kKc^r^ 
^P^v'] -2 (S) — f V7'X2 7$*i/'7vsOM. 

(3) 3- (3- {2 (R) -t [4-^UD7^y ^r^] 
dr^} ~7z£.~)V) -2 (S) -^y^B^^n^yf, 

(4) 3- {3- [3- (2, 4-v^u uy^S**/) -2 (R) -tKo^i/ 

yn^^y] y^-M -2 (s) -/fy/p^^p^ 

(5) 3 - {3- [3- (2, 4-v 5 ^nn^^/dfiX) -2 (R) -7y^n-7° 
n^df->] -2 (S) — T y^n/K^i/^ci/-?^^ 

(6) 3- {3- [3- (4-^oP7jy^» -2 (S) -7;^P7n^if 
vO -2 (S) -A y^n^dri/^n/^V^ 

(7) 3- {3- [3- (4-^nn-2-i/7y7xy^) -2 (R) 
^-n^o^f^e/] -2 (S) V y°utf*c*sy°u;<^m. 

(8) 3- {3- [3- (2, 4-^PP7xy=3fv^) -2 (S) -7^0 7* 
nsK^] -2 (S) -^y^n^s^n/^^ 

(9) 3- {3- [3- (4-^nn7xy=3f-'» -2 (R) - 77l^*-n y°V2 tK^t 
iy] -2 (S) y^P/l^v^n^^g^ 

(10) 3- {3- [3- (4-^pp-2-V7;7x^V) -2 (S) -7 
;Vitu •? 'a/K^rv-] y^~/W -2 (S) — fy7P^^7P^Vi, 

(11) 2 (S) -fy/P/K^-3- {3- [ (4-MJ7;^P^f;^/ 
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(1 2) 2 (S) -4 yyu^^>-3- {3- [ (3- hy7/^o^My 
(1 3) 2 (S) — ry^n^^ri/-3- {3- [ (4- h!J7;^a^ 

y^t^f^^-zi'T^;) y^-AO 7i=^} T'B^y*, 

(14) 3- (3- { [ 3 - h y 7^i-o ^ b ^r^y V^7^**^;V7 5 
7 3 y^/W -y^~)V) -2 (S) — ^ y^ s t3/K=¥v'7"ny-?^^ 

(15) 3- { [3— (2, 4-'^PP7a=;V) jfcyW*^ /l^^'Vy ^V^— 
4-^fdrv-] - 2 — -f V ^nstfdf-S^n^vg^ 

(l 6) 3- ( {4- [5- O'O-y* Ci, 33 myy/v) 3 ;&>W<*-f^;*- 
^S/y^W 7x=;V) - 2 7 7 p b ^^n^yg?, 

(17) 3- {3- [3- (4-^no7x=/l/) - 2 — 7"t3 fc°=/^^iX3 
-2 (S) — fy7P^V7u^ 

(18) 3- { [3— (2, 4-^nn7i-/V) ^f/W^/f fbifr*? 9 S* ^7U— 
4-rch^v-] -2 (S) -^y^o^^p^^gft, 

(19) 3- (3- {2 (R) — fc Kn^y-3- [ 2 -^n 4 - 7 f;W7 31 

y^s/] -^ptf^} y^^/v) -2 (s) --4 y^vig^isyv/om. 

(2 0) 3- { [4- (4-31 h^V7i^V) /l^^iz-y ^/1^3 

(2 1) 2 — f yr/n/tf^iy-S- [4- (2- { [4- ( h P 7/Vtc ^ f ;P) 
7x- ;V3 i) AsAtj M^Si at^/V) yai—/^3 ^n^^s 

(2 2) 3- [3- ( [2, 4-^^on^^y^fyP] 7^^f^) -4-y h 
^v^ac^A-] -2 (S) -^y^P^^F-^O^Vift, 

(2 3) 3- [3- ( [2-y^n-4- ( MJ ^ ^) ^^y-f/Kl 

75 y y^vvo -4-y y**/-? zc~jv\ -2 (s) -^y/p^yT'p^y^ 

(24) 2-3i]>driy-3- (2- {2- [4- ( bV 7 A*** * 7 A) ~7 J *r 

v-3 aih^i/} 7n^yE 

(2 5) 3- (2- {2- [4- (f£7*f^) ^y^-XI ^h*^} -4 -If 
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(2 6) 3- (3- [ (2-?v*-4-yvtf*i"<l/>r'<(jU) 75/] y 9^ 
-2, h^>7x=/l/) -2— f y^n^^n/-?^, 

(2 7) 3- (7- [ (2, 7^;] ^f/W<^'/ [b] 

(28) 3- (7- [ (2-^PD-4-7t3^i//<y^;V) y 
-2, 3-i?tKn^y/ [b] 7 7^-5-^^) - 2 -4 V 7"ci^^t3^ 

(29) 2- (3- { C (2-^nt3-4-7 D n/K^i/^^^/V) T^/] y^- 
yV} bdr-^^^^V) ff7tKP-2-79 Vi^i^ 

(3 0) 2- (3- { [ (2-^P0-4-7n^^y^;l') T ^ /] 
jv) -4-^h*ci>"<l/i?/i') 7h7tKo-2-77^M 

(1) 2— I'y^n^^-S- [3- ( [4- (MJ7/^D^f;V) ^^iW 

(2) 3- {3- [3- (2, 4-^PD7x/=3rv/) -2 (R) - ^/l^n :/ 
nxjf^r^] -2 (S) — f y tf* * s^m, 

(3) 3- {3- [3- (4-^oo7j;^» -2 (R) -V ^ p 
:7^=/W -2 (S) y^ct^dfiX^n^^, 

(4) 3- {3- [3- (4-^PP-2-i/7/7x7^^) -2 (S) 
^-D^o/K^r^] :7ac— /V} -2 (S) -^fy7P#^V7P^y^ 

(5) 2 (s) — r yyn7tf^y-3- {3 - c (4- b y -7^x2 y h ^v^o- 
^l/t^y^^^^^? y) y^vw] ycn=^} ^p^vm&j;^ 

(6) 3- (3- { [3-MJ7;Vto^ h^riX-<^v?y^^rv'^/^=^T? y] 
y^/W 7x=^) -2 (S) -^yy'n^^^a^^^b^SP^bal^n 

3- {3- [3- (4-y niP-2-i/Ty 7^ydrV) -2 (S) 



26 



WO 2004/082715 



PCT/JP2004/003662 



n^drv'] -2 (S) — f y ^PS^F-S^n^vSMSit* 

3- (3- { [3- b V -pflsOrn* Y*^^sV)\>i>r**s%)\>ifs~)\'T% y^- 
7^— )V) -2 (S) — fy/D^^P/^ 

m^ttmtemkvxte, 3 - o - [3- u-?vn-2-i/T;y~s**s> 

-2 (S) -y/V^-n^n^^i/] 7x^;W -2 (S) -y y sK^^o^ 



■e^^tl/S-fk^SrS^-f-S (Artneim. Forsch / Drug Res. 40(1) p37 (l990)) o 
S^U^/y (Netoglitazone) 5£ 



-emt>£frZ>fc&m*MvfeirZ> (EP604983 -5§-<&M<£#, JP-A 6-247945(1994)^ 
ft^U (Tesagl i tazar) £f± % 5$ 



•e**>$tba-fb-a'4fe4ra!*i-i (wo996287i#^) 0 
5- (2, 4-t?t^yfr/y5 ? y-5 — r^y^o -2-y h^y-N- 
( 4 - v y y /v^- o y ^/wo-y^-) ^^xr ^ k £ 





o 
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-e&frZtlZlb&VO&MtiilrZ (J.Med. Chem. (37) 3977-3985 (1994)) a 

5- [4- (6-^ h**/-lH-^>^ tfr* -< 



T?**>Stb5'ft:^4fe*rS!*"t"S (EP0745600 JP2000-001487 -§-<kgg<& 

*). 

(1) 2 — fy^naK^-S- [3- ([4- (hy7^o^f^) -OS* 

(2) 3- {3- [3- (2, 4-^nn7x;^» -2 (S) -tKd* 
-^naK*^] !7 -2 (S) — f V 37°i3 ttffwOWt 

(3) 3- (3- {2 (R) -t [4 n n !7x:y dpi/] 
d^ri/} 7j^)} -2 (S) -^y/P^^o^ife 

(4) 3- {3- [3- (2, 4-^Pn7x7^v') -2 (R) -tKP^ 
^ozK^v-] ya^/W -2 (S) — fy7°P^^^7"P^yt 

(5) 3- {3- [3- (2, 4-^^13 13^^^^-^) -2 (R) -^^V^-p 

y* -2 (S) — fy^p^^/p^vi 

(6) 3- {3- [3- (4-^PP7i;^y) -2 (S) -^K^n^n jtf 

^ri/] -2 (s) -^y/p^i/yp^^t 

(7) 3- {3- [3- (4-^03-2-^777x7^) -2 (R) -7 
yv^-ctyn^^i/] y^rvW -2 (S) y *K=¥ ^o/^/ft 

(8) 3- {3- [3- (2, 4-^PP7x;^7) -2 (S) -7 ;\<jrv 

7x=;V) -2 (S) — i y^P^^n^Vft 

(9) 3- {3- [3- (4-^an7x/^7) -2 (R) -7;^p7p^ 

^v] 7x=;v) -2 (s) -^fyy'p^v/T'c/^ 

(10) 3- {3- [3- (4-7pp-2-^7/7x7^7) -2 (S) - 




28 



WO 2004/082715 



PCT/JP2004/003662 



^^b/ojK^V] 7^~M -2 (s) -fy/n^^p^^ 

(11) 2 (S) — T y:/i3tf?3-v'-3- (3- [(4-M)7/Vtn^fM 
:/^v^iy#yv#-,Kr 5 /) y^A-] 7^=-ji>) -fust^Wt. 

(12) 2 (S) — ( yyu^^>-3- {3- [(3-MJ7^P^f/^ 

(13) 2 (S) — f {3- [(4- hV 7>V*** h^-> 

(14) 3- (3- {[3 - h y 7;Vtn^ b ^f-^y ^^^^#=^7 

s:y] y^vW 7s=;w) -2 (s) — f y^u^^^u^^m 

(15) 3— {[3- (2, 4-^ao7x=;V) ^/W^e^/V^^v^y 'fvV 

(16) 3- ({4- [5- (^>-y [1, 3] i?^7!J^)] #/W^-f;W- 

^tyy^vv} 7x=;v) - 2— i y 7* vi & sOBi 

(17) 3- {3- [3- nP7x-;l/) - 2 -:/p fc°— )\s3r*ci/l 7 
^=-M -2 (S) y^ntf^iy^n/^m 

(18) 3- {[3- (2, 4-^aD7i=;l') */l//^^/^^y^^;l/ 
_4-jihdf-ix3 7x=/W -2 (S) ->f y^naK^S^n^^gfe 

(19) 3- (3- {2 (R) -tKn^-y-3- [2 — :/n*- 4 -y f^7 * 

y^e-v] yci7K=¥iy} 7x=^) -2 (s) -- fy7p^y/p^yt 

(2 0) 3- {[4- {4-^Y**/7 ^—fr) ^/W^^V^^^y fvV] :7:x. 

-2-4 y7 ? t2tf*i/7°ti/<l/m&3:Xfi 
(2 1) 2 — C y^t2/K^^y-3- [4- (2- {[4- (M)7;l/tn^f;v) 
*UVs^4 fr**rl') ^*f-)V) 7^-)^\ 7*vs<>Wt 
O^CKLTliWOO 2/1 0 0 8 1 2-&&&\Z.tiM&3b5 0 
(2 2) 3- [3- ([2, 4-S^ QO^y^;!/] 75 /y f-fV) -4-yh=* 

y7x=;V] -2 (s) -A y7°vi$*^7°n^m&£.i$ 

(2 3) 3- [3- ([2 - 7/VtP - 4 - ( b P 7^tP > f^) -O-y^/K] 

rsyy^vvO -4-y y^7^.=-jV] -2 (s) — ^ y^p^^p^yl 
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(D^J&m^m LtttWO 0 1/2518 l#&«UCfB*fca$&5. 
(24) 2-^h3^>-3- (2- {2- [4- (b!J7;vto^f^) ^rc/* 

(2 5) 3- (2- {2- [4- (fH/f-'V') 7s;^*/] * h^iX} - 4 - 1° 
JJvVl') -2-xh^>7 , o^ 
©-g-fifefelJlBBU-CttWOO 2/7 9 1 6 

(2 6) 3- (3- [(2-^oP-4-7°n7K=¥i/^^y^/V) 757] /^/V 
-2, 4-^h3fJ/7xS/l') -2-^fy7 , 0^i/7 , n^>'i 

(2 7) 3- (7- [(2, 4-v ? ^nt3'<>-yV/V-) 75;] [b] 
77^-5-^) -2— < y^nj^V-i/n^^'ifcjail* 

(2 8) 3- (7- [(2-^n-4-7 , n#^y^;l') 75/] * 
-2, [b] 77^-5 — <;V) -2-4 77*o^V7"n/'' 

O^felCittftWOO 2/8 1 4 2 8-^«^|B«idS&* 0 
(2 9) 2- (3- {[(2-^nn-4-7°n7K^fv^-<» r ^^) 75/] ^^V) 

-4-^h=3^-<^v7l') ff7t Ko- 2-77 VTJ^^^^J:^ 
(3 0) 2- (3- {[(2-^n pr-4-7 B a^^v'-<>'> r -Y>'V) 75/] / ^A-} 

-4— h^v^iMO T b7t Ko-2-77V#A'#>'8 

o-a-j^ifemBBUTriwoo 3/1 6 2 6 s-s^aicfBiwsfca. 
^t»Lo. i — 5^?-©3ai:*J*;-e4tt*^i"*. 
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-Ctt, ^J^ri^^r^^ S—AsT^lSs t^Kls, N.N' -v^^v* 

«ttfeffea?3»*Sr*i-, (DPPARyT^ f*fettflboifelEi4J»^A?&!^te 

UE$g(J Exp Med 2001; 193: p827^38. J Exp Med 2001; 193: p25-34)^t£oT 
JfrBTFOgittBalb/c^** (0*ff-^Xll^, it 10% tr^ y/^/v 

(TNBS) A<=1 : l ( v /v) & 0. 08 ml JS-^U 3l*8j;kJ»& 

1 «U 3- (3- {[3-MJ ^ h *tS'<Z/&A'ttl'lJA*# 
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=/vrs;/] 7^~)\>) -2 (s) yyu 



(mg/kg/day) 




nam 
<%) 






1 

10 




23 
37 


*2 


ttt^i 

(mg/kg/day) 




mmn 
(%) 






0.3 
1 
3 

10 




8 
21 
38 
34 




(me/ke/day) 


(%) 


z 




100 
300 




40 
35 




(mg/kg/day) 


(%) 


* 




20 
30 




54 
57 
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tuv5tW=&5 v?n*7K l J> WWW 



(3 mg/kg/dav) (1 00 mg/kg/day) (20 mg/kg/day) (%) 



(+) H (-) 
(-) (+) (-) 
(-) (-) (+) 
(+) <+) H 
(+) <=) (±) 



29 
43 
54 
71 
71 



(DP PAR ■y/a'-^ h^fe^a v^y * ^BfcVS*4fr£*J 1 , ^V7 7t7^ 
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(b) ffitt^i: UT 1 tfcft 21^±©P P AR 7 h^^f t 

ten 2 «±©|fclfl3WWtfs/S *mirz>ik&® t ( b ) 8H4fife£ LTO 1 *fef± 2 si 
1©PPAR v7^ h^«r^5^b^*»*^i^TftS^fittllftRA 

f&awo-cfco-c, o&m (a) fcimfe (b) sriwte, %\*\z.iztc.n.m&#i 

(b) UT©l£fcte2#_L(Z>PPARy h^ffl&^l-^t^ 

4. P P AR y7^ hflUB**r*-*ffrfr*J&^ 6jfcL«Bft*«f&*ytttlBlaa3* 
|£Hfegmac:fcV^J3V^PPARyT^=* bftUB&^r5fc#*rCJfc6, f*^^ 

i %5M<D&m&mmmimWa 

5. PPARvT^ hf^ffiSr^Tf 

(1) 2-^y^P#^-3- [3- ([4- (MJ 7/V^-tap«^) -O'^/W] 

(2) 3- {3- [3- (2, 4-^op7x/^'» -2 (S) -tKP^> 
7"p#3F-S/1 ^m^v} -2 (S) — f y^-osK^^P^V^ 

( 3) 3- (3- {2 (R) -t Kn^V-3- [4 o n 7* </ =¥V] 
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~7x.=-;V) -2 (s) — fyyo^^n/^^ 

(4) 3 - {3- [3- (2, 4-^on7x;^>) -2 (R) -tKn^> 
T'd^v'] -2 (S) — -f y7"a7jfdr^D^^ N 

( 5) 3- {3- [3- (2, 4-^PP7x7^) -2 (R) -^/l^n?" 
n^v-] 7x.~Jis} -2 (S) -^y^n^^n^yt, 

(6) 3- {3- [3- (4-^nP7i/^) -2 (S) - /jf 3r 

iX] 7xxi;V} -2 (S) -^yyn^i/yn^y^ 

( 7) 3- {3- [3- (4-^0-2-^71/^) -2 (R) -7 )V 
^-n^PJK^riX] -2 (S) — fy/o^^o^^ 

( 8) 3- {3- [3- (2, 4-^DP7xy^i/). -2 (S) -7/V^u7° 
n^vO 7:x^/V} -2 (S) ->f y7°P3K^^rcry?>-^ 

(9) 3- {3- [3- (4-^on7x;^7) -2 (R) -7 )V±xi t$*c 
i/] -2 (S) -^y7n^y7B/^i, 

(10) 3 - {3- [3 - (4-^oo-2-^7;7xy^i/) -2 (S) -7 
^M-n^nsK^S/] 7^=W} -2 (S) -^y^n^^n^^ 

(11) 2 (S) — fy7P^7-3- {3- [(4-M)7/Vtn^f^y 

( i 2) 2 (s) -- fy7o^e/-3- {3- [(3-by7;^Dyf;^y 

(13) 2 (s) --fy^n^y-s- {3- [(4-hy7;^pyf^ 

(14) 3- (3- { C 3 - h y 7;vtpy h ^>^<y ^t=^ v*;^=/V7 5: 
/] 7xx;V) -2 (S) — ( y^ti^^yuy^m, 

(15) 3- {[3- (2, 4-^^13 13 7 31=^) ^/W^^/^^^y ^A— 

7 X -;],} -2 — fy7a^>7'p^yi > 

(16) 3- ({4- [5- (-<^y [1, 3] ^dryyyV)] #/W^E-f/M-3r 

^y^/H 7^=/i^) -2 — fy7n^i/7D^y^ 

(17) 3- {3- [3- (4-^pp7x=;V) - 2 -7°o t^/V^vO 7^ 



35 



WO 2004/082715 



PCT/JP2004/003662 



-2 (s) -4 yzfn^^v2y<-ym. 

(18) 3- {[3- (2, PP^m^/V) ;& 
4-x.h**S] ^-/V} -2 (S) -^y^O/Kdr^o/NVfc 

(19) 3- (3- {2 (R) [2-^D^-4-^f;V7x 

y^v] ^pzK^v} -2 (s) -^y^P^-^n^ 0 ^, 

(2 0) 3- {[4- (4-^ Y^r-yy^^lV) $> jUs*^ 4 /U * 7 ^ 

~M -2-4 V-?ui$5r*s7v^m, 

(2 1) 2-4 y^ntf^v'- 3 - [4- (2- {[4- (Mj7;Vtn^f;V) 
7cn:=vl/J ^/w^-i'yi^^iy} ^^vi^) 7x^] ^n^y|, 

(22) 3- [3- ([2, 7?;^f;V) -4-y h*c 

V7=c=-)V\ -2 (s) y~7ui$3c*/zf*;<^^ 

(2 3) 3- [3- ([2-7^^"P-4- (M)7/Vto>f;l/) ^^y^/V] 

r^yy^v) - 4-y b^i^^^A/) -2 (s) — r ytyp^^P^v^ 

(2 4) 2-^ h^V- 3 - (2- {2- [4- (hV 7^y 

(2 5) 3- (2- {2- [4- (f£7f^) ^y^-iX] ^h^riX} - 4 - t? 

-2 b^rv-^P^^^ 
(2 6) 3- (3- [(2-^PP-4-7 B P7if=¥->^^i/^^) 75y] y 

-2, 4-v>y h^fv^^^/tO -a-Yy/n^y^p^^i, 

(2 7) 3- (7- [(2, 4-^PB^//f;V) 75/] y ^/WO-;/ [b] 
77V-5 — f/V) -2-^y7c^y7°a^i, 

(2 8) 3- (7- [(2-^0-4-70^^^^) 75/] y 
-2, 3-i?tKn^y [b] 77^-5-^^) - 2 — f y ^"p atf^-V^ny* 

(2 9) 2- (3- {[(2-^PP-4-^P3tf^-<^y'"fA') 75/] y ^vW 
-4-3i h^i/^^i^/W) fb7t Kn-2-77^^iSs 

(3 0) 2- (3- {[(2-i7PP-4-7 B P^v'-<^y-r^) 75/] y^vw 
-4-3C h^^^V^7V) f h7t KP-2-77^^*>i, 
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(3 1) wy^/y, 

(32) ^ h^]) 2 Vis (Netogl i tazone), 
(3 3) T-t^V ^if— ;V (Tesaglitazar), 

(3 4) 5- (2, Vls-S-jjVtJ-jV) -2-^h=¥v- 

-N- (4 - h V ytvirv ^ ^W^vW) -<>Xt 5: K % 
(3 5) 5- [4- (6-;* h^V-lH '^/^ S /U-2 — f/M 

vO 'O'S^A'] ^T^y^^-2, 4-v^V, 
(3 6) 4-[4- ^-^"f-)V-2,-y ^^)V^^r^-V— h^-» 

(3 7) (4-^ h^^^^y ^^/V^/v-[4-[2- (5-y^;v-2-^ 

^ i ~ 4 wf n** i mm<D&&&M&i&fti%Mo 

6. PPARvT^ M1^£^«tel^^ 
(1) 2-4 y7*v7$*c^-3- [3- ([4- (hy7;^u^^V) -<^^v] 

W 5 K^) r/n^V^ 
( 2) 3- {3- [3- (2, 4-i??W7^;*ci/) -2 (R) -!7/W-u- 

-2 (s) — r yy°rz^^y°ti^m.. 

(3) 3- {3- [3- {A-funy^;^^) -2 (R) -^A-^P^n 
*✓] -2 (S) -^y/o#^^n/^i, 

(4) 3- {3- [3- (4-^PP-2-^7y7x/^» -2 (S) -7/1- 
^p^n^vO 7^^W -2 (S) -^yT'o^^nX^ 

(5) 2 (S) -^fyyn^v'-3- {3- [(4-by7;^P^ h=3r^y 
^/l/^^/V^T^y) y^-zi-l 7x=;W 7p^V^ 

(6) 3- (3- {[3- h V yjVOrti* y**y^l/*J)\>jr2r ; i/$);l>i$~frT % /] 

7ol~A0 -2 (S) -^y7'o^v'7 , PAy^ 

(7) t o ^-^y^y>-, 

(8) * 9 (Netogl i t a z o n eh 
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(9) T-f^V Pf—fr (T e s a g 1 i t a z a r) s 

(10) 5- (2, 4-^yf7)/y i?ls-5-' {frU-M -2-*h*is 
-N- (4- hV 7 jviru **?;\"<l/*?M -<yX7^ b\ 

(11) 5- [4- (6-^^>-lH-^^^^-2 — fA>* Y^r 

(12) 4 -[4 - ( 5-^^/1^- 2 -^^^V^-drf-y— /V-4-^^ h^r-» 
^< ^^V^-^r W^]-4-7i =;Hg^#5 £ 

(13) (4-7« ^^^^/V-[4-[2- ( 5 2 -:7 
;c^/V^-^-^>/-4-^^) ^ h^r^-^^v^y^T^y) Wfc 

4 Wf tl^ 1 ^IB«<D^^II^«i^^J„ 

7. ppARy r=?=^ hftm&^-rzfc&yo&s 

(1) 2--Y [3- ([4- (M)7/VtP^f/V) ^i/vM 

(2) 3- {3- [3- (2, 4-^on7i/ =^v0 -2 (S) -tKn^> 
^ntf^v-] 7x=;W -2 (S) — Y y^"a tK^^o^V^ 

(3) 3 - (3 - {2 (R) -t Kn^i/-3- [4-^pp7x/^] !7°o;K 
=3^} 7V) -2 (S) -^77'D^^7 0 n/^ 

(4) 3- {3- [3- (2, 4-^pp7x7 ^iX) -2 (R) -k Kn^ 
^n/K^v-] -2 (S) — ( y7v7$2r^yv;<^M, 

(5) 3- {3- [3- (2, 4-^D07x/^i/) -2 (R) -~7 >\sJrxi~7 
n^driX] -2 (S) -^77*P^i/7*P/^i < 

(6) 3- {3- [3- (4-^nn7i;^» -2 (S) sK^f 
>>] -7^^^} -2 (S) -^y7 , a^^n/N'yt, 

( 7) 3- {3- [3- (4-^no-2—>7;7x;^» -2 (R) — 

^-nr/n/K^] 7ai=/v} -2 (s) -fyyo^/p/NVi, 

(8) 3- {3- [3- (2, 4-^DP7x;^7) -2 (S) -^/V^a^ 

n* 0 ^] -7^->v) -2 (s) --fyT'p^^^p^y^ 
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(9) 3- {3- [3- (4-* P07x/^) -2 (R) -VJ^VZfvitf* 
V] :7;*~/W -2 (S) '^y/o^V7'n/'?y^ 

(10) 3— {3- [3- (4-^PP-2-i/7;7i;^) -2 (S) -7 

tvurn-fvttf] y^~>v) -2 (s) -^fy/p^^n^y^ 

(11) 2 (S) — fy^n^-S- {3- [(4- VV ^JVikxxt^jV^s 

( i 2) 2 (s) — {3- [(3- by 

( l 3) 2 (s) — ry^p^-s - {3- 1(4- hV 7frjrv* 

(14) 3- (3- {[3- h y y/l^ny f.*y<y^^y*^=^7 5 
y] y^vw y^-^) -2 (s) —y y^o#ap->^p^j^» % 

(15) 3- {[3- (2, 4-^pb7x-;V) jfr/w^-f/loa-^vy ^/V- 

-2 — fy/p^y^p^ya 

(16) 3- ({4- [5- (^yy [i, 3] swp-y y^)] *;w^y/i/^df 
■^y^vW 7^^yv) -2 — f y^cjK^iy^p^^s 

(17) 3- {3 - [3- (4-^D7i-/V) -2-^ot'=;Vt^y] 7^ 

— -2 (s) ->fy7 , o^'y7 , n/<y8, 

(is) 3 - {[3- (2, 4-^pd7i=m */w^y;vt^y^f;v- 

-2 (s) — fy/P^^p^yE 

(1 9) 3- (3- {2 (R) - t Ka^r->-3- [2 -^n^— 4 -y f-fls? 

-^ntf**/} :7^~;v) -2 (S) ->f y^n^^r^yc/^y^ 
(20) 3— {[4- (4-^ h*?$'7az~A') iojV^^A )V-^r^^^;Vl 7x 

->v) -2 — fy/p^y/p^yi, 

(2 1) 2-s{ yyu7$*l/-3- [4- (2- {[4- (MJ7/VtP^f;W) 

(22) 3- [3- ([2,4-^pp^yyy/i'] r^yy^) -4-y 

tsyaczzjH*"] -2 (S) -4 y?'ntf*i/'7ns*>Wt* 
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(2 3) 3- [3- ([2 -7/1^13- 4- thVyAsX-vfT-M *<^/4}V\ 
7*y^f;>) -4-y -2 (S) y zfu wOWt. 

( 2 4) 2-^b=^>-3- (2- {2- [4- (hV 7;^n^f/V) 
S/] xF^) -4-K'Vis/P) yvs-OWt* 
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